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«„ ^tte>©«^Jteftw*#tt, ?e<Dmwm ( rip Ky — ^r/vryh. 

y 7^7, TV K s^/*—' Tfi/a ^ (The deadly quartet. 
Upper— body obesity, glucose intolerance, 
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hypertriglyceridemia, and hypertensio 
n. ) J 7— iJ^-f^ irzf -fV^^tv'gt/l' ^f^^ (Archives 
of International Medicine), (T^y#) 1 9 8 9% 

1 4 9^, 7-5§\ p 1 5i 4. ) , is* v i/mmm$m ( ^^y^v >- 

5 #1/*. T vWi^^b i/yKn-A W*/K:/v^yV ~7^— N I DD.M, 

V iO?\^T 'jyfs^^c*.?— 7*4 if— (insulin resistance. 
A multifaceted syndrome responsible for 
N I DDM N obesity, hypertension, dyslipide 
10 m i a , and atherosclerotic cardiovascular 
disease.)]^ T^T^ trT (Diabetes Care), (T * V 
#) 1991% 14#, 3-§\ pi 73) , ^ ^ 7 7 ^ i 

15 ®Mmmft<DWM&wm- z> ztK.* <o mmmnmimmmm £ tt, mmmmm 
20 Rmmmmmx^ y ismmtmm^cD^ v ^im^&ttez 2$mm 
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if (c hyma s e) b-fc/V (mast cell) W$l$?\U&&t 

TV^ 0 ^Jitfv^ h-fe/^e><^l^*fe{£itt> -Y ^-n-f^- 1-/5 (Inter 
15 1 e uk i n-1 j3, I L- 1 j3) <PfiH44k ^ h V y#xr?xi s rT—~ M (ma t r i 

x protease) ©igftfk -fn^f ^-^IVS=» 1/<D#M, h?^ 

^~7$ — 5! ly^'y 7 9 /3 (Transforming growth fact 

• o'r-^ TGF-J3) ©llffii, t^^^P (substance P) 

y 7^ T 7*Y yf^f'f t/V^K !) K (Vathoactive intest 

20 inal polypeptide, VIP) ©igte-fk T^*^WV (An g i 

o t e n s i n, An g) I i^An g ©SQftfls/Ss K*fe V > (En d o t h 

e i i n) mm^m^^m^^ % ^^x^ 0 
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V^V^i:<7>fR#t>fc«3 ( IV ;* h -fe/p ^^MJlfa-v'ay ^ V 7^^ (M 
astCell distribution in r a t s ) J T/VyT^ * y*r?V 
5 ^(Arzneimittelfprschung) % ( SO 1994 

d£ 4 4t, 3# N p. 3 7 0) , ^ btfflSW7^^|ij5|Mai7^ b*B! 
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mife, tftfiWi 1 d, TGM, TGM/Ch I (D&L^Jf/Vzj—^^^tf- 
^7 7t^5 c ®2te\ Mt©Wi 1 d, TGM, TGM/Ch IOii^^y 

5 

io v^skm, j^*v>iBffi&mmt. mmmtm* >immmm$m, mmmmmt 
fom-fc, mmm. msks±m, mm* m^* mm*, wwm* xmmm 

mmo 1/5329 if/NV7wj/ k mmkmmo 1/5 327 2t/<y7i/y k 

15 S^MH 00/03997 W 5/ h -CM^ $ ^fc-O-XV =• f'S—JVffimftX 
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4(DTJ\s=i*i/m, *fc«R x *3j:t/R 2 «-^^oT-0-CH 2 -0-> -O-C 
H 2 CH r O- tt<(i-CH 2 CH 2 CH 2 - (Z.<DW&, ^(D^MW^^l^h^ 

5 ^*/c«T7^=V^%^U ^^^-O-x -S-s -S0 2 - -NR 3 - 

R 3 te7X^^fcteil:lI^ b < teftmk<Dl%m$k 1~6 <D7VV3f /l^£rgl 

i~ 0 ) £— o^b^^iMi^w-ckiVN, r^LbcoS^fc*>5 sem£te> ^ 

ftS> b< W^SPR©iR*lk 1 — 6 (D7/^;^M^/Hs HMftk b< 
f&fc<Dmm& i-6 ©r^i, b <&ftffi£<D&m&. l ~ e ror vvw ^ y a& 

MJap^ MJ^n^ h ^ ^> 7 ^ —A^s ^ y £ fete— o^±©^ 
15 £fcte7Vi~^ uyS©ftt©W-o>b b < tt»»fi*^naufel2:«^urv N "C 
iE#|Hlii#K:WM-S^r±Bfc<. ; 

Etes -COOR 3 , -S0 3 R\ -CONHR\ -S0 2 NHR\ Thv V—J^ 
5-^y-l, 2, 4-^t^7^- T/^> £fcte5- 
20 ^y-1, 2, 4-f7^7/^-3-^/VS R 3 te±|B^|RlitC>^(^ 
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Gtt, «mt b < te^fimo^ilifc i~6 ©iitt*fctt£tt#07/i^ wv^Sr* U 

j&tpfc-O-, -S- N -S0 2 - — NR 3 — (rr"C\ R 3 «±|B^^[^C-efe^ 0 

*t©^as: i ~ 6 ©7;v^n, sam^t b < i ~ e ©r^^ 

MJ^n^ b#->3k 7x=/^ ^fcfi^y^-efc^o ; 
Mtt % Hffi&tilttiL-'S (O) m -^U mfj;0~2«T*fe5o ; 

-/^t*>5 5t«aiH ^a^ylf, 7KI££, =boS, l£0Cfcb< 
tt^ifeK^^iS* i~6 ^T/^/v-S. WmVfb b< ri$M^©JSS*sifc i~6 ©T^^ 

&mjt<Dmm& i ~ 6 ©7mws, itgifc b< tt^ftjRo^nak i ~ 6 ©7/^ 
1 ~ 6 <t>t*/)vt a& t> b < tt«©7= y K2k h y ^ * * ^ 

g N MJ^n^ h^rv^ 7i=;H, t^yS, COOR 3 S, £fcf3:— o^JkD/n 
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^■^36, *fc«R 1 *5<tU ? R 2 «— lt^^oT-0-CH 2 -0-, -0-CH 2 CH 2 - 
5 0-fcL<tt-CH 2 CH 2 CH 2 -**t. *rtf>&ifcWu lo"%>b<t*|Wfc 

R 1 *5<tt^R 2 <D^icl~4(DT/^/VS^ Ltll AflcWfcW:p«^^ 
& (n-, i-) yn't>S N (n- i .-, s -, t -) '7?->vWkmfZ>ZLh'fr 

10 Xfc, Mrfama** h^m, *-h**/m, (n-, i-) ^ntVl^^S, (n- 
i- s- t-) ^AoJ-^SSr^f 3 r 5„ 

^ £ So b < p f^m*. by^^ f/H> *xr / 

15 ^tl~4ro7;^;>S, ^fCl~4<^T/P3^r'>'S-efct)^ «fc 0 b < ttzk* 

& * h x v l < , $ e> iczK&jdh^; unsafe i ~ 4 ©7/^ 

^m, mMw i ~ 4 ©7/V3 * v-s^ j; o u < , m^mm*. * f/n> * h ^e- 

20 v'gjW^blN, 
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tt&tifcnTA'^l'ls&k LTfc^ ^f^^l, ^Ul^m* (n-, i-) ZfWV 
2, (n-, i t -) ^U^ s 1, 1 -i^ 

$f^b<«^W-^S % n-^Pl^^E 2, t°W>-S> • (n-, 

5 t-) ^U^m&mTbtlZo £«bte.0£b< J3\ n-/ntVy| 2, 2->M 

^§T^l/^*fc^T/V>r^W^(i, i^Kl-O-, -S-, -S0 2 - 
10 -NR 3 - (r^T\ R 3 «7Xmil«fc(ijl:^^b<^^^^l~6cDT/V 

( n -, t-) ^ui/&<Dmfc&&nfzm$frifbti%o ^h^^ia-i-cH z 

O C H 2 > C H 2 O C H 2 C H 2 > C H 2 S C H 55 N C H 2 S C H 2 C H 2 > 
15 -CH 2 S0 2 CH 2 - -CH 2 S0 2 CH 2 CH 2 - -CH 2 NR 4 CH 2 -, — CH 2 N 
R 4 CH 2 CH 2 -^/5^f fetL-5e ^L<ft-CH 2 OCH 2 - -CH 2 SCH 2 - 
-CH 2 S0 2 CH 2 -^jf tbfbZ> 0 

urn hv< Kftrnwrnmrn 1 ~ e ^tw^s, hmsm* b < 
mNt u< 1 ~6 ©T^wti, am l< 

~ 6 cot 7i^;wvWwvg A H£(t> b < te^^^l^ 1 ~ 6 GOTi'Vl^ 
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ifiWB^t b < ^H^^^mm l ~ 6 (DTM/Hi: LTtt, ?vw2k 
ac^/vat, (n-, i-)' ^ntVvi, (n- i - s -, t -) 7TA>m#imtf 

dQK^t> b< tt^Mtel^oiiewfci ~ 6 (DT^.^ymt ltb, JWfrftw^ 

£ % ^h^vS, (n- i -) VjVtti/^ (n- i s -, t -) ^ 

flOKfe b< (iM^^^itl ~6 ©7^Vf tSi tTH Affcftfctt^^vW 
tSn x.f-flS?*^ (n-, (n-, i s -, t -) zf 

20 EtfBfc b < tt^MiPft©lft*«C 1~6 .OlBJKt) b < XZStf^<OTA^A>XA'*~A&k 
Lttt, *fl:WK:ra^/l';*/V*=A'£, 3i^^^*=/^at, (n-, i -) *?xx\* 
(n- i -, s -, t -) fefru 0* 
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IS#J1 h L < tt^M^^S&Sfr 1 ~ 6 (DT V/V* £ LT ft, T*fe 3vV2k frtf 
(n-, i-) (n-, i s -, t -) tr^tf- 

T ^ y & *-*$-jV-t> ;\,i$=.;VT (n - i -) f/l^/l^^/WT 5: 7 & 

(n-, i -, s-, t-) Xflrt—AsT^JWblfimfht^ #*U<ttT-fe^r 
10 5:/Ss if /^/^=^7? /SW5^H5-e#5, $b^0*U<(iTir^>W 

15 j&^t? t> N a t Lt&* u < mmh v< iz.mm&<Dfcm& 1 ~ 7 ® not ati** 

tt<ttMt©7;^uyi l^lc-O-, -S-, -S0 2 - -NR 3 - 

NR 3 «BulB^^IHC-efeSo ) ot>b<»4«»cfi^ i ev^t>J;V^ 
r.nfeojJK^*fcttW^a^flfflM*dte^-«ii:W:3tev\ } ^JffettS. #*b< 
ii-CH 2 CH 2 - -CH 2 CH 2 CH 2 - -CH 2 C (=0) CH 2 - -CH 2 OC 
20 H 2 -, -CH 2 SCH 2 - -CH 2 S (=0) CH 2 -^ -CH 2 CF 2 CH 2 - -C 
H 2 S0 2 CH 2 - -CH 2 CH 2 CH 2 CH 2 - -CH 2 C (CH 3 ) 2 CH 2 - -C 
H 2 S0 2 CH 2 CH 2 - -CH 2 C (=0) CH 2 CH 2 -, -CH 2 C (=0) (CH 
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3 ) 2 CH 2 - -CH 2 C (=0) C (=0) CH 2 -m&Wf kft5„ 0*b<tt-C 
H 2 CH 2 -, -CH 2 CH 2 CH 2 - -CH 2 C (=0) CH 2 -, -CH 2 OCH 2 - 
-CH 2 SCH 2 - -CH 2 S (=0) CH 2 - S -CH 2 CF 2 CH 2 -> -CH 2 SO 
2 CH 2 - -CH 2 C (CH 3 ) 2 CH 2 -&mfbtlZo S&I^Ktt-CH 2 CH 
5 2 - N -CH 2 CH 2 CH 2 - -CH 2 C (CH 3 ) 2 CH 2 -*#»f Si W 
t< ii-CH 2 CH 2 CH 2 -^lf 
Ete, -COOR 3 , -SO3R 3 , -CONHR\ -SO z NHR\ ff7^ 
-5— fVV^ N 5-^y-l, 2, 4-^ti?7^ /V-3-^/pS, *7t«5- 

2, 4-f7i?7/- /u-3-W/ua£Sr*i- (---e x R 3 tezk^M -^-^ 

^5R 3 tutit Tkmrn*. t^m. ^/^m. (n-, i-) ^otvn, 

(n- i-, s-, t-) -77-A&#ifimf btt5 0 £?i£L<te, tK^H^ ^tfvv 
fc]&vT?fc N EtLt^L<H, -COOR 3 , -S0 3 R\ 7^7^-5-^ 

g » N gmt u < f«em<^^^ 1 ~ 6 <Dmn^tin^^(or^ u^mzm u 

JfcifHl-O-, -S-, -S0 2 - -NR 3 -£— ofcSl^*jg!Btf&£A/T?fc iV\ 
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h*f&, 7x=/l/Stfctt^yST»&5. *{Wtfcf4, ^!lx.{^-CH 2 - s -CH 
2 CH 2 - -CH 2 CO- -CH 2 CH 2 0- -CH 2 CONH- -CO-, -S 
0 2 -, -CH 2 S0 2 - -CH 2 S- -CH 2 CH 2 Sr^lf kfrU gf^U^fc 
5 OilTtt-CH 2 -, -CH 2 CH 2 -, -CH 2 CO- -CH 2 CH 2 0-^|(f5 
Zk&X"£Z> 0 $b(^L<tt-CH 2 -, -CH 2 CH 2 - WSr^m, 

10 -£/cte- S 0 2 -l:W - 1 5o #iz:#£ b < tt- S -£ r. t 

(mmm^s iii^. &£xmnm*frhtezmfrbm\*titcx>b^M 

•ti^yA^ ^rcrz/^ fr/!)/H, ^y^^/H^ twy/i* -fy^ 
f-y y ^^/7 y ^y-y-r 5 y /vs, =^/y w y * y y ^> 
20 ^y^ihy^/vSs ^y/^w^yM, ^yw^r^/y;^ <ryKy^ 
^y/fT/'y^s> Ky/fx^;^ -o-yvy^-^yy^s^^tf^r 
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5 £3 0 

y 36, HDKt b < tt^«5R(D^3|«fc 1-6 OT^fA* HQKttfc b < te#0&l£O 
10 1 ~ 6 ©7;^;i/7;^=^S, b < W^^mMW 1~6©7 f/i^ 

HC4l4ltt> b < tt^tt^^5tf» 1-6 (DTfr*r^mt Ltll JMfclftlCte:;* ^/H, 
xf;l/S N (n-, (n-, i s - t-) 7 s f-A>W$&m? 

20 MTOc^re^o 

VS, xhdrv'I, ( n - yW/lsttism, (n- i -, s -, t -) ;/ 
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W.mi> b< tt^MSttOj&H* 1 ~ 6 ^T^A^^gi: Ltll, ftftiftfcte^ ^ 
xW^£> .(n-, i -) tVk^^ (n-, i -, s t -) 

# S„ £ <b{-£f* b< ^-Arf-tt&WiT S - i: ^"C'# 3» 

Htfftfc b< «#I^<E>&*»C 1~6 (Dltm b < ^^^T/V^/V^/V/js^/PS 
i tt(^ JWW&ldtt.?* ^Vl^/VtfWl^ =c^-jV^;V^=^jV^ (n— , i — ) 

t%^;v*=;H, (n-, i -, s -, t— ) "ff-fls^Asfr— A<£&&mfhin> 0 
b < tt^ ^^ivib-jvm&mi S - £ a s "C# So 

na»t> b< r±^*feRoiji*afc i ~ 6 oT^st ttit, r-fe^ae. 

(n-, i-) yn^;i/jj?^;H, (n-, i -, s -, t -) 
15 So $fc^0*b<iiT-fe^vaESr^f5-i:* s "T?#5o. 

mmh b < «^^©^5Sf» i~6 <DTi/^T % j mt ur jufrwrnttr-t?- 

/UT &f-A'1iAri£~AS7 (n -, i -) :Aa t>^yl/^=^T 

(n _ j_ s _ t -) *;v^7^1f»b^ ^U<fi7tf/V7 

20 t%j m*m\?z>-z. t So 

£ % hvi^np^^S^fS^i^tSo 
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#£b<teF, ci, ^7/1, ^ h^-y^ h!J7^o^f;H-efc^ 

5 $*>K:<fc!)£F3:b<ra: % T^A-gT-fcSo 

lulB^C (1) ^S;ft5te^'fcbT#*bV^<7>ra:, b^t>©£ bTllfilSbfc 

/di^t^^lBtt^ttfefcO^^bV^ £<P*T#tc#f;bi^ LTte, fc-g* 
10 Wf 3 4, 3 8, 3 9, 4 1, 4 2, 5 2, 5 4, 5 6, 5 8, 5 9, 6 3, 1 3 5, 
1 37, 148, 152, 154, 244, 340, 436, 51 4., 519, 521, 
532, 534, 536, 538, 615, 628, 1112, 11 1 4 tf^fr^H^fo 

&#5, MtOAl~A3^,tt;j 1— J 3 2te&5£-^£*b5£T'&5 0 E, 
15 G, M, m, te£T$Xtem£fem\Z.mC-V&Z)7!)K r^^f«E^COOH, G^c 
H 2 , M^s (mfSO) ^tcfi^-a- (^fTftt-fc^lB) , X^-CH=tfc5^© 
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5t (i) xmztiz^x^ 5; ¥^—;mmmz, &mzfozxm¥±wm£nz>i¥ 

l>fty;Mg 2+ , Ca 2+ W/^yiSM-f^iAl^ Zn 2+ 

5 r/, t°nyi>v, tr^ys^ br-<9^^> trys^ yw (Lys ine) „ = 

Na\ K\ Ca 2 \ y >^ (Lys ine) % a!)y, N, N-v^?vl^*/ — 

^ns^sft, «afe5fc^©#Hiiife^»f e>tbSo 5* (i i) \z.mz>fc&m-z, 9* 

15 te&ft&^—^m^ t LX, fflgkklSS& 00/05204 f^>'7 



p203 

B 200_p204 



R 202. 



D V 00 -R 201 (II) 
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[5£ (I I) *K A 200 «^^ -CO-, -COO- -COCO-, -CONH 
bTVNT%J;VM&mT/Hr~/K fi&S&^fbTVNTk iV«7/V^=/K 



m bTV NT <fc p. T/V-3VK M^Str^" bTV NT k £ V n n TVV-^^VXteg 
5 m^^bTVNT^iv^y-^-efct), A 200 ^^^ -CO- -COCO-, 

-CONH- XttS0 2 -t'fe5i^, R 201 «7K*Tfco-C^J:<, R 202 &tJ*R 2 
03 f^^ai:b-C7K^, ^n^rV, g^^bTV^^VHS^TA^/K 
^b-rv^^JzvMg^T/^^^^/^^K e^S^b-CV^Tk iV^TiX/K « 

^S^b-rv^tjiVNT^y, ©m^^bTv^T^ £vvfc/w^-fVK x«S^ 

10 ^bTV^^J:VNTy-/V'-efc<9, B 200 «#^, -s-, -o-, -s-s-, 
-SO-XteS0 2 -Tfo<9, R 204 ^7K*x itS^t LTV NT t <t V ^ft T/V^^, 
«mS^bTVNTt>J;VNTy— ^X^e^^bTVNT^iV^^n^-tffci?, $ 
iblCB 200 ^^, -S-, -O-, -SO-XttS0 2 -t;fc5i^, 
bTVNT^^V^T-^/^TfeoT^ J:V\ ] 

15 *fc, ^(ID : 



A 200 *3^t> ff R 201 {^ (II) <h I^Tfe <9 , R 203 ^7k^ ^n^y, © 
bTV NT ^ i V n{£0T/^=i /t^~/K S^S^^T bTV NT h X V nT vvK 




(I I ') 
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tU^ttiVWy^K'fc'J, R 213a *3itJ«R 213b «#^^5tLT7K^ ap^ 

5 7V3vi^-T*&5/$\ —mztj:^Ti!mT/y*ui/i??f*is%&]$ls s R 214 te7Kl^ 
t Kp^, W7VV3VK {SB.T JV^^^tz.UTi/Sl'ttis-Z-Sb*) , R 2 0 7a «7j< 



/ ^ f n - v -CONR 209 R 210 

— X 20 °-CON NR 212 — zoj \. -x 200 -CON; 
> f \ / ' 




.W200. COO r211 



10 /v^^^/^^^/w-efet), R 209 {*7Km*fci^jsaz/v^-efe>9, R 210 f«m 

15 /I't^rv' ; ^n<7 i V^b< fc* f- U>i?Jr2ci/X*WM£tlX\<^Xh £^^7 A* ; 

Pi) £^LTV^t>J:VMg|&T/l^/l'Tfc9s R 212 f*^#:l~3(DT/l'=3r^7 v c 

Xfo*), R 20 7b «7jc^Tfc9, B 200 «O*fc^S-efe§) 

20 5V^*4- [1- [N- [tf* (4-y^7V7;n^7l-) ^ ^] */W^/f;U] -3 
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(2-^ h^f^vyl") -4-^yTif^v ? V-2-^/^^riX] ^"y/jytT 
i/y K (4— [1 - [N— [B i s (4 -me thylphenyl) methyl] 
carbamoyl]— 3 (2 — ethoxybenzyl) — 4 — oxoazeti 
din-2-yloxy] benzoic acid) N 4- [1- { (4- 
5 * Y*l/-7^=-M -t> JV) -3- (2-cn h^rv'-^^v 5 ^) 

-4-^y-T-fe?^>--2 — T/^^rv/] -^^yV y^TV;/ b\ ^b<« (6 
R, 7R) -3- [1- Cft/VTK^/.^A') 7h7/-^-5-^;^77=/M 
^] -7-^ (2-y h^r^yX7 5 K) - 1 -^If- 3— 

A— 4— yfr/l/stf^ifc 3-^ ^/WO'S^Vcn^M (6R, 7 R) —3— [1- (C 
10 arboxymet h'y 1) tetrazol — 5 — yl sul fanylmethy 
1 ] — 7 — m e thoxy — 7— (2 — m ethoxybenzamido) — 1 — o 
x a — 3 — c e phe m — 4 — carboxylic acid 3— me thy lb 
enzyl ester), ^(O^X2 miUiW&Z1fr*tttt1frb<D*ft\ 

15 s (id k:*5wc, &mmxr<o&o\z.femis%iz>o 

20 ;/nfcVK ^y^ntVK n-r/fVK V/f ;K s e c — :/^vK t e r t -7^ 
/K n-^yf/K 'f^^K -^tf-^V^yK ^=¥vyK y^=^>vK ^y°^VK 
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10 OB^TA-^vK #;w^e-Oi^) Sr^bWCk iv^7P^M^} £^b 

^) ^^■bTV>T^J;V^^T/V3=3 e .^;^^/K {SaT^^/^^^/v-^^/K 
7y^t^^*M=/K -emS W7;^;K *;w^^;vf) Sr^bTWC^ 
£ V w^a^/i^^i^} ^b-CV^^J:VM£aT/^=/K ®^7/W3^^ # 
15 A^^>\ {S®7;V3^r^*7V^^v 7!)-;K T^K (jMT/l-^A^) 

^b-cv^^J;v^T5:y, g^S m&M («tvv3vkt ^ / , ti;-a#) £^ 

bTV ^Xh £ V MS^TA-* /K ({«T/V^/VT 7U — «r^T bTV n 

«fcV>Ty*-/v^} &^bTV>Tt>«fcl^w<fce^;K 7P-/W*^, -^ngt 
20 £ mWCT^JV s ^jjv/^^jvm Sr^bTV>Tt>«3:v^7 l nSil*/ua|f=/u*/tttte 
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5 mmr^^jvi t & N 2~io v ^i< H&xft 2 ~ 6 % $ e> u 

/K 7 B crt°=/^ N :/^~/K ^v^K /K / — 

rre//ki ii^ti^io, ^L<i^if i~6, $^^^b<«^^c 
vvcfc «fcv\ 
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1 

15 ;3-=¥v\ 7v//K-7i/;^^ 1t&£ (iS^Ty^K T^/H§0 ^bTV^T^J: 
VNT^y, =hP, S» [glM (^/^=3ri/;{g:^T^/V'bb<{iTo^^T'm 

/V ; /np^ {g^T/l^/v't b< M&MCT^^x/XWMZfcX^Xh&^T V — /V 
m Sr^Tb-ClvTk ^V^aT/V^r/K (7^-/1^) S^bT^T^ «fc^v^ 

20 nT/l^r/K HftK ({MTVl^^T $ / v 7!)-;Wf) Sr^bTV^T <b «fc V ^g^TA- 

^-/k ems 7y^) ^b-cwct j^t^ a gms ({& 
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=,i4fc&Ht*tf l J2Lk<D&3t;<DtiEM.ifi Z.tbb<DmM&XW.&iStiX^Xh «fcv\, 

±15 rry— /m pitrcab rg&g&^LTvv-c^j^ry-- A^=*-yj > rg 

mS^r^" LTV NT % J: V >T U — /l^/WJjwki CDg^f fcfr ±|ST y -/VOgglS £ 

rffifta6'Sr^ruTv>Ti«tv^^/v-j r± % ^^iM^y^wyft^fc-LfB ragtag 

10 Sr^T OTVT t> J; V MSSfcTVUdfykl fcte^T/l^l^&^.LTV ^T t> «fc < > 

^^Vg^Ki-hfE ra^^UTVNT^«tVNT y— oemMr^TLTV>T% <fc 

^s^nst&^iScU Mcfc&tia-zt'ti v/k 4 5 yy y /k f^yy/K t° y vvk 
15 t-y^^K t°K^K t^^vK byr^-/K ^y^-y-yy^K ^-y-y 
y/K twr/p/K y^ry y/K f7/y;K ^r^ryy/K 7y;^j; 
t^m^/Hss© 5 ~ 6 a^^^t n gt^ N ^ k y /v, ^ vx-r ^ yv y ^ a y 
^yy/K •O'KD^/k =¥yy/K -fy^/y/K v^y/y=;K y^^y~/K 

3^-y y =/K ^-^^ y s^— /k ^-y- y =/k y ^yxv y a^y y 

20 /k ^vxt^rt/ y/K ^f-y-iyTyy/K ^yxyy^ryy/K ^yXfjy^K 
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rs^Sr^t-TWC^v^^n^ <£>«^S£ LTtefc ap^, « 

So 

A, b y^/VT^=^A^<D^i|itSOii: ; 1- h V ?i=s, # y V^<DTJV$} ]) & 

S(il) <^-8-#>^ ^Tkfn^^U ^-g^ (II), (I I' ) 

20 tt(ii") l^tdStu fl£*o*o*^f-fcia(auTv>Tt>«tvN 0 ^fd, (i 
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5£ (I I) X^ZtlZ^-mmnkDlh, 4- [1- { [tf* (4-^^/V7^ 
~A<) * j&/W<*-< M -3- f^WM - 4 - ^ V — Tif ^ 

s*v-2— <f>v*s(;u] &Mmmx ^j****- >bffi&m^Mz&tf z>m&<v$)3k& 

«te*Mfr£*LT:JS9 (Life Sci 20 0 2^ 71« 4 3 71) , itl^l 
8/0 9 9 4 9f/"«y7Ws/ h lCTBB^$ttTV»S^— if Pl#^JSr^tf 5 w t 

<5o 




° (III) 

10 

15 r 301 « (i i i — i ) ry-/K (i i i-i i) ^cry-/v^fc« (i i i- 
i i i) c^eOiti, ^^&5VNttat4fcor^/V'a6-t?fc«9, ^tL^wte^, s 
A 3oo K^^xfem£ntcw&m&i^titcitttisx±.^-fz>z t&toz -^tmr 30 

"fiSulB (I I I - i) ~ (I I I - i i i) ©SJ:|COR 300 \ COOR 300 \ C 
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ONR 300b R 300< \ NR 300b R 300 \ NR 300b CHO > NR 300b COR 300 \ SO 
2 OR 300 \ SO 2 R 3 00 \ CONR 300b SO 2 R 300a *5j;t/P (O) (OR 300a ) 2 

5 teR 300a ~R 300o mk±\Z.T})—^ (CI ^7) ^7PT!)-;V (C 1 - 

10 R 301 teitufB (Ill-i)-(III-iii) <D&±.\Z.TmKfemt5tlZ> : mW:&G 

^m^M^f-^fc^s*^^ i j&v ^ b 3 (Dfgffl-e-a tp 5 atcfe 6 msi^ b & z>mmm& 

R 30Z « (Cl~8) T/V-^VK T V —As (C1~7)..7/^;K ^fPTF/V (C 
15 1 ~ 7 ) T y — A\ ; * fcteR 3 02 ^gulB^^ £ flttm B 30 %U f« 

B 3 0 0 Srm&fi £ UT^i" 5 ( C 1 ~ 8 ) T)V*;V ; & V ^fufE^ii £ tbfcSS^ 
G 300 £B#I^ (Cl~8) T/P^^i- 0 

R 30 3 «7K^ ; *fcteR 303 te ( i ) D 300 (CH 2 ) 0 _ 3 • CO, ( i i ) D 300 ♦ C 
O • E 300 • COfcSVMi (i i i) D 300 • S0 2 • E 300 • COtfcST^S, ; 
20 £fcteR 303 teD 300 (CH 2 ) 0-3 * SO 2 £>5VM3D 30 ° • CO • E 300 • S0 2 T*fc 

(£ ^-T?SD 300 «7j<^ C l~6<^it:ii, .^»^V^«ii^(DT/^ 
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7^3W§;, ^O^y®S7/l/^75y N R 300b R 300c N ^ R 300b R 300 c 

N-O, R 300a O, R 300 \ R 300a OCO, R 300b R 300c NCO, R 300a SO 2 N 
R300b > R 300a S, *5j;T>miB^a$^c^SG 300 ^-t- o *fc^E 300 tei^f 
&lftV>L6©2fli©^2£&*rt" 0 ) ; *fcf*R 303 }»R 300b R. 300c NCO-e^ 
5 £*L5?1/TS; ifcfcteR 303 ^ R 3oo bR .3ooc N . C S^§tl5W^;* 
fc«R 303 «R 300a -efc?) o 

X 800 *J«tVY- 800 tt, *HWlMAlC»JlS(^*fcW^*lR-?«r^U R 300 *~R 30 

Z 300 fi/}fy^^^^^U ^^l^^S±:O7Kmil^-f«3l[:^R 300a N R 300 
10 b T'fi^$t>T^J;V\ ] 

^ (i i i) fcfcvvc. R 300 «^sm^^^/^ R^^tiilyx^/n, r 3 
"initio (ci — 8) r/u^*fctt«jU£fc lyctrny^-i-wvK try 
vVW-^ 2 y - i % 2 — ?fc Kn f y v>v- l — T /K t°y ^ i?^ttis s 

15 («7/p^n^^7^y- 1 A'*A*#-Art*bwtt*iz>m*irrz> (c i ~ 

8) 7W3V^ X 300 (««m^^> Y 300 f«mi^^ Z 300 |4-CH 2 -tfc 

^V^/KT 5: J ^;\s-fc~;VT $7, 4 - tf y i?A-y fvl^^S^/l^-^T ^ y % b 
20 < fiT-fe^T 5:7-6-^-^- y -2-7^^/1/- l , 6 - i?t Kn fc°y 5; l - 

_ N _ {2, 3-^^y-6- (2-fc o y^^>» 

;H ^y;l/7-fe h 7 5 KX«N- [ 1 -^y^/l/- 2 , 3-^df.y-6- (2— f 
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y sMo*-3r-» ^3->vi/| -2- [5- (sM^/wr^y) - 6 -^y~2-^=^=. 

/Wl, Knk°y \-4>V\ T±#* K (N- [1-Benzyl- 

2, 3 — dioxo — 6— (2 — pyridyloxy) hexyl]— 2— [5 — 
(f o r my 1 ami n-o) — 6 — o x o — 2 — p h e n y 1 — 1 , 6 — d i h y d r 
5 opyrimidin-l-yl] acet -amide) W t?P!^£tJ <b LTt 

lB 300 iJOR 30o \ COOR 300 \ CONR 300b R 300 \ NR 300b R 300 \ N 
10 R 300b CHC\ NR 300b COR 300 \ SO 2 OR 300 \ SO 2 R 300 \ CONR 300b 
SO 2 R 300a *5j:t>*p (o) (OR 300a ) 8 ±5fcSj&>fc»£jftS2££^ 0 

R 3oo^ R 3ooc mfi4( j.^ flfiftTVi^/K TV— A* (Cl-7) T/l^/K ^ 
rnry^/v (Cl-7) T/K^/K T ]).— Ao&ZTJ^TvT V — /^e>38H0x5S* 

iD 300 (« Cl~6©iti, ^llfeSV^^^T^^S, hy7/^P 
^^•/^(DxNn^VIS^T^/K 2, 2, 2— h y h^^if^spyy 
20 jgar/l^arv', ^ h^>TS ;/j!^«7^3=Jri/7>; / % 2, 2, 

tDif-^7 5; 7 &^©>^P^y{£»77l'df7l'T$ / N R 300b R 300c N, R 3 ooi> R 3o 
0c N-O, R 300a O, R 30 °.\ R 300 a OCO, R 300b R 300c NCO, R 300a SO 2 
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nr 3oo \ R 3ooa s, te£x$mmzfem£titc&G 3oo %^ir 0 

b JSC?- & 1 ft v ^ L 3 tt^A/T? v ^tti<, #1 2 ffitfX>"t? i/'grefc 5 7 * = u 

^ (i 1 1) fc&v^-c, &mi*.ifc<D£o\z.mm£tiz> 0 

• i&mr^j^xxjmmTju=i *i/n§M&c# i^b6 ^.•v^-r^^t^-m.m 
15 afcas*wiT?*) 59^10 mvmmj&m^fr ^ns^fc* £ tflseftgsssats 

20 ffc^5£ (iii) * r*j T?^bfc^7^^'L^<M^^lc«^$tL^*m^ 
te^5£ (II I) feSiMS^-l^ft:^ 

b-r#^-r5o (i i.. i) w^w^ 1 -D(D^y ^Ttm^-r^m^n, 
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te^5£ (III) V$t£tiZik&m*&-'<Di?T*Tl'*^--, hZ^teVT^v-* 

^^xmt^^, (iii) (Dik&yot vxm*v>^Tx ; ru*^— ^b^r^u^ 
-m-a^s-e^ isbwk*&& (iii) (Dit^mt\,xm^<r>^-r^^—t^b 

mM%fcfemMt$tiz>£?^ 4\g&: din (DTMmx^tc^^^mm^m 
mm, m^immt\^x^tz>m&&-&z>o totm din <D\\&mz.mt 
zmwmmtt din xmtm&fc&Mfc&s&tiZe 

din <^b^r^iB»^»©flfafct> % w^.«^p«ios^tt#* 

#T©JKBte5*; (III) ©gojyfcttft^&frStf*, ^feli^S^fc^ 

15 &£bV^A 300 £ Lttt7y^ ffifl. JUK^ =ha, 7»»s *?7K 

R 800 \ R 300b ^fc^R 30 0 c i: bX^XL«7R^ *?7K 7°ntVK ^ 

T y —/V (C 1 — 7 ) t" y SVM 9vK t° y i?/l^<?vK t° y 9 Sfls?n fcVK 

20 7!J;Mf;K 7p^xf;K 7 U /V^n tVl/* ^0^7 n 7 !) -/W (CI -7) 7 As 

^/k ? =-;k s-^xiJfj m&y ^^m<DT v — t° y t° y ^ $*=^k ^ y 
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SB 300 ;i;?U«D 300 ft^k::fcttSOR 300a t tti^itft Kndp^ * h^iA 
SB 800 *fcttSD aoo ?5cifm5COOR 8DOl i:Ltttmtf> mrV*^aJ?=. 

SB 3 0 0 £ tt&D 3 0 0 ft ^fc&tf 5 C O N R 3 0 0 b R 3 0 0 c t UT t±0!l*. WW 'f'JVT 

10 \£;VT % / *ywj^^/i4Stt*&5o 

XB 300 ^fcW:SD 300 ft£l^t5NR 300b R 300c £ ITI^il^/^W^ 

^jVT 3: / #T*fc S„ SB 3 0 0 ft tlztei? 5NR 300b COR 300a i LTtt^ttf^ ^ 
15 ;l/*^^;V7'5/> xf;^;^/V7^y, tV^/^/VT 5 y , t^/^* 
;V#~;V?>. ^-;VT ^ /^T-fo&o SBft^c*3tt5 SO 2 OR 300a i: LTi«i^;V 
afr^I&S^tfSfclf 6>:h/5. SB 300 / t e^^t5SO 2 R 300a <btt^^yf^ . 

t o y s^a* A/fr=vK tr y s?a;* a#wk h y 7 a:*- p * ^-a* a^—a^t? 
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~A'j]A'T$^jU$&* > \?t 3 flZ>. SB^fc^fcirjsttSP (O) (OR 3004 ) 2 £LT 
10 lG 300 tum 5 L 6 li®-sr d 7 y fc« 5 /^v ^ L 6 M 

^it^-^y- 1, 2-^t ko try s?^- 1 — ivk 2-t°y iM^^-efcSo 

15 jvirn y ^vK 2 , 2 , 2 - h y y/i^n j\< Jr.-* %/ s y ^?v^i/T 5 V s 2 , 2 , 
2 - h y :7/1^p^9vKT5: /> 7x^f/l/7^y^fc5 0 
R 3 03 &C:j3tt5D 300 (CH 2 ) 0 _ 3 -COi:LtW^K T-fer^vK 7°Pt s ^ 

20 /W t° y S^/kfc/l'Jtf =■ /K ^^yV/K fh7tKn-2-7c^;K ff7tKo- 



WO 2005/018672 PCT/JP2004/012335 

85 

/K ^V^l^-^v^l^-zK 2, 2, 2-b 

R 303 M::&tt6D 300 .- CO • E 300 • COfcSVMlD 300 • SO a • E 300 • COX* 
5 fc5Tv/;Hitttt4- [1- (4-^*!lV-l — f/v) #/i^=yi/] ^^if^ 
#/l^:=VK [4- (1 - t°D y 1 -^/U) #A-7j^/l/| ^<^V^/V7K^K 

. R 303 tM5D 303 (CH 2 ) o_ 3 • SO z ibT«fci:x:fib^3iv^/^=/K 

y h^^^ifv^/V/fr^K l^y^M=;K t°y S^y^vi^/i^—zK y^ 
/WVU/fcrvK ^^/v^/V/}%=/K ^p^/p*s/I', ^^vi^/i^—zK t—^f- 

^n/K t $ y ^/ptfww y fvvr ^ y ^/i^—zi^ ^*f-?vT 5: y 

t° y i^vr ^ y ^/v^^/k t° y ^y ^ y *A*fc^/i>i£ ^Srfcrf 5 r t as-e# 

So 

R 303 ^*5it^D 300 • co • e 300 • s o 2 i Uli^vy^f ;>7 ^;^;v*=/i4 
20 ^ifSrimSo 

R 303 m5R' 300b R 300c N • cs-e^^tts^^i^r^ tti^^T? y 
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AT 5 J f-ttAsR—frs V 7°n t°;VT 5: 7 ;vi$=.;V, s< u ]) jvt ^ J ^UtIj 

R 30 1 i UT»* LV«*:7~~/K 7 y /K /VSfctttrP ^-Cfo 19 , ZLfl 

R 302 t UT0*LV^tt (Cl~4) (Cl~3) T/l^/WS 

£x$mzfem£titc.mG 3oo &wWkMtvx^irz > G 300 (ci~3) t/v^t?*>* 0 

rc^^/K 7x^ntx try vVv^/k tr y -^/i^^v^ t°y sM^n tVK 

15 ^5^7^-l-^;V- (Cl~3) TVV^VK tf-^P i^V— 1 — f A'— (CI 
~ 3 ) T/l^/K 4 -^U/fc y. 4 -^f /W- ( C 1 ~ 3 ) T/l^/K 2 - fc° y ^Ao*- 
=3rv- (Cl~3) TA"¥A\ tfn 1 — 4 A — (Cl~3) TA-^vK 

y-1, (Cl~3) TA-=¥/K * h*i'#A'iR— 

;v (C0~3) TA3VK ^h*cis#A'tf— ;v (C0~3) 7;^;v, r/n 

20 ^A'tfsA' (C0~3) T/V^/K 7?-A<*r*i/lJ Asi£~jV (C0~3) TA-^/K 
i/^/W^i^t/A-^A'' (C 0 ~ 3 ) TA3VK t —-f Y^^j^-jv (C 0 ~ 3 ) 
TA3VK 7is^ J /#A^=/P (C0~3) TA-3VK =ho7x=;W->* 
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;V^=.jV (C0~3) T/V=¥/K ^n*7xs^'>*/H|?=A' (C0~3) TjV* 

tVK 4-^*<JV-4H^- (Cl~3) T/l^/K 2-^y-l, 2— 
Knt°y^^-1 — Oy- (Cl~3) 7Vl^/K 2 -fc°y SM^^rV (Cl — 3) T 
5 /l^/K ^ h^So&Atffe/l/ (C0~3) T/^/K 4 — ^^TW^^S^— 1 — f/V 
(Cl~3) T/V^VT?fe-5o 

10 /K ^y/^/K 7F7tKo-2-7nxf/K rh7t Kn-3-7n-f;K y 
^■\y^JjV^=.;V^ 9 -yjVUr U=^;v^^;v^=.;v^ 2 , 2, 

isfl/Vtf—^ T V AtffrisjJ JMR—A's t Kn dp- v'^-y- y /K 4- [1— ( 4 — * 
15 /l^ V >— 4 — f /!✓) jj/ViR—jV] ^yH^jjsUTtf—/^ . [4 - ( 1 - t°n y v 5 ^— 1 
-4 As) -<^if V#/M?~/K [4- (1-tf^y 1 — 

2j?=/i/J ^i/ifv^7/P/K=-/K h/vccl^/Uafc^/K ^^ifV^/i^^— ;K */VA7^ 
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T%S /K ^O-^T ^ y t° y *??VT % y ^jVifr fc° ]} i?;v 

-ry^ntVK ^fvK t -y ? ^-/i fs ^>-^/K 7i^f;K f7/U;K fc°y^y 
5) o 

z 3 ° ° £ uv ^mmmm i &v > u 3 <d& v y ^ i^s-efc ^ , £ <9 u < 
15 (ci -8) <Dmm&£.xfftt$.m7/\s*/ut x^xm^m^mt^^^ ~? 

ntVK -fy^ntVK >f y^vK T^/K yy7 5;K — =3rv7K • r< zf s f~ 

i/^ nr/^VK n^^/K 2^ n^arv7H?fc5 0 7- y (C 1 - 7) 771^ 
^rn7y-;V (CI -7) T^^H^^^T^P-V^KbT^ffl^fi^^ 

20 wy ^^i/^ hy^f wy, rf7^f i/y, ^y^y^u:/, ^mm^-i^v*? 
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0*LVVrj)— ^ (Cl-7) 7;^vat«7s^v^^K 7sx;nf/K 7 
^ ^fo7!J-;v (Cl-7) TJ\o*Mz.$otf Z>W& <Vb bT« % ^tpTU 

5 — /was t° y svk ^ v^=/k ^ y «t p^^^/kd^ij: t> 7 * £ 

10 vi: LT»}ctffi^Itt7 5/is SB***!***"?**. 

(III) (D^^O#StJO^>-^^ R 30 \ R 30 \ R 30 \ X 30 VY 
30 \ *5J:t^Z 300 ^_b|ab7t^OOV^^-t:\ R 301 ^^^-/v-e&§ 0 
£9#^Lfcte^5*;'(I I I) ©M©W*^7©lo(j; *§-lB-5§-^TlB<^ 

R 3 0 1 -7 en ^^-Cfc 19 , ^ OHJBcteliulBic^ $ HtcS A 3 0 0 &m±LK-o£X 
±#-f5^.tffoZ> 0 ; ;£fcteR 301 teOR 300 \ COOR 300 \ CONR 300b R 3 00 \ 
20 NR 300b R 300 % NR 3 00b CHC\ NR 300b COR 300 \ SO 2 OR 300 \ S0 3 R 
300 \ CONR 300b SO 2 R 30 < 0a ^ t fctJ ? P (O) (OR 300a ) 2 J; 9 ^5SB 300 ^b 
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R 30 2 tefc°y Vfrttis (Cl~4) tjv^jv^-t 0 

R 30 3 te7K?ff ; £/cteR 30 3 te (i) D 300 - (CH 2 ) 0 _ 3 • CO, (i i) D 30 
0 • CO • E 3 00 • COfc^V^i (i i i) D 300 • S0 2 • E 300 • COt*5T^ 
& fc3VM3:D 300 • (,CH 2 ) 0 _ 3 • S0 8 *5J:t^D 800 ' • CO • E 300 • S0 2 tfc5 
5 XA>&~A<& t (w^-e^D 300 (i7K^s C.l~6 0iHii N &&mtb*^tmfc<OTA' 
*A&> MJ7^n^f/K 2, 2, 2-VV7/^n=^Y^s 2, 2, 2- MJ 
7/^13x^7^7, COOR 300 \ CONR 300b R 300 \ NR 300b R 300c ^fc 
t±fem£tltc.mG 300 *7jk-i- ; £*:taR 303 te, R 3oob R3 ooc N . cST^^tbS^ 

10 —OK v^n-^vvV, l, 4-^n^jh^^7WSr^i-) ; *fef4R 808 ttR 

z 300 tt-cH 2 -^u 2-D(D7kmm^-m&±KR 3oo \ R 3oob -vm^tixh 

15 iO^Ubffc^ (I) ^^OflWU^^WT'Bs R aoo ^7x^S (7x 
^v*{«S:^lo^fc{*2o(DxM3<7 i > > 7K«aE*fctt^^/v««r5firi-S**s«)*) , 
R 302 ^^ ^-7K tVK 4 -^Evl^fc J> V— 4 -^/W-7°n fcVK 

1- (x|> ^^/i/^=./i/) t°;K 4 - * ^vHf-<9 1 7V-^n fcVK 

2- t^y-l, Kot s y^y-l — f/V-7°ntVK 2-t°y ^/^^^ 
20 atVK R aoa #7K** Jtlvl^/K X 300 &£X$Y 300 teMWm(V)Mm-£tctZmm, Z 3 

7^^7K 4-7>tB7x=/K 3, 4-^7/^P7x^/K 3, 5 -^/l^n 
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*fc*t#a; (iii) ©^^©8ga*ttfc»*§^54fctuTtt^Bttfett*<, 

(ill) ^b^«i±^^^i#^-t^S^^fF^^n-5^^ 
(B) (III) it, 

(b) ft&sz (i 1 1) (D^w^tt^^-efc^^^, *:<Dmm&mz.iftm 
mz, 5* (i 1 1) x«m£inz>4k-&m<D?ib, ^ (i i i-n r^-r^^i^ 

5? •frttWR'?*/l'fc:*5V NTS Bg#tJ;5 ^mm^ ZtlTteV (17 500 *ia 



#!§PJO^— m^£iJ£:LT, TfSiS (IV) ^^51^^9 8/18 




(i 1 1 — i ) 
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R 400 HN 



R 406 



3 407 ,Mi 00 R405 




N 




(CH 2 ) n -Y 400 

.Z 400 




(IV) 



5£ (IV) ICjSVvr, R 400 fc7kmm^ T/^/K -CHO, -CONH 2N -CO 
R 40 \ -COOR 40 \ -CONHOR 401 , -CONHR 40 \ -CONR 401 R 40 
5 l \ -CONHSO 2 R 40 \ -COSR 40 \ -COCOR 40 \ -COCOOR 402 , 
-CONHCOOR 40 \ -COCONR 403 R 404 , -CSX40 0R 40 \ -S0 2 
WR 40 \ -SO 2 NR 401 R 401, ^fc«-SO 2 E 400 (_bf55£t< N R 40 \ R 401 'fi 
m— * tctemtto TV vf «fc < ZWetm& UtT^^W n T/l^/K ^P7 
/i^A-TVi^K 7U-;K jy^T^^K ^fo7!J-/K ^fn7!J-W 
10 ^^nf-^^^^f^^n^^^T/^/vSr^L^ R 402 , R 403 , R 404 

Tfr*;u&7jkU £fc-NR 403 R 404 te— Mot^Tot^^/^U^j; <. 



: ^ -NH-, 



-NHCO- -NHCOO-tfcli-NHCONH-^U E 400 «7K^*7^« 
15 T5/Sr^-f) Sr^U R 405 s R 406 > R 407 «lHl-^fc«^o-rv^^ J; < 

1 of^T y -;K TV — /WT/l^/K 7 U -;W7;^=;K 7 1) -/K ^n; 
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# 

v-i) ,a (iv-i i) , xwss (iv-i i i) 



5 




(I V-i) 



(IV-i i) 



(I V- i i i) ■ 



^P^y, hP7/VtP^f^ = -NR 410 R 410 \ -NHS0 2 R 

10 41 \ -OR 410 , -COOR 410 , -CONHSO 2 R 410 tfc(i-CONR 410 R 410 
" (R 41 \ R 410 '«P-^fc:f^^oTV>TtjJ;<^^MtebT7K*^ > T/V 

P7D-/K ^fP7U-A'7M^fctt h !J ;V**U *fc-NR 4 

10 R 410 '{j:-»o^fPt^^^LTt)J;v^ «r**U A 400 te-O-, 
15 -S-£fcte-NR 412 - (R 418 f3ak*JJ|l?\ 7Vl"*7K ^^7/V^fcttV^ 
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c. 

£fc N ^ (IV) ^*5V^Y 400 ^g^.^LTV^^J;VNTy-/K Z 400 ^ 
(IV-i) T«m£tl%m, R 40 \ R 40 <\ R 407 cD5^1o^^^ LTVvt 

io & j: v y -/k a 9 ^mm^xh K> , <a tM^ii^©t^» R 4 o 6 b ^ 

V^fc© % [2- [2- [5-T^/-2- -6 

- [2- [5-T5/-2- (4-7/^n7i-;l/) 6-v>fcK 
15 ufy ^-^V-l-^/P] Tir^^ K]- -3-y^=/V^°n fc^W/KI ^y/^t^ 
—/V- 5 U y ^ y ?vVcc;*7Vlx ( 2 - [ 2 - [5 - Am i n o - 

2— (4— fluorophenyl) — 6 — oxo — 1, 6 — dihydropyr 
imidine — 1— ylj acetamido] — 3 — phenylpropion 
yl) benzoxazole — 5 — carboxylic acid methyl 
20 ester) Vh^mm^T 5 Y^k&mi£t^fe^<DMW£±Jlftm-tSfl 0 

S: (iv) f^v^x, #M«WToJ;5^^^tL6 0 
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R 400^ R 40^ R 401^ R 402_ R 410^ R 41D^ R 4 1 2 % 7jV*jV £ 

^nt°/K -f y^ntT/K n-^TvK V^f/K s e c -^/K t e r t 

5 R 40 \ R 401 ', R 41 \ R 410 \ R 4 1 2 N Y^V^S^PiT^A-^te, #J 
* U< «$SfcSfc 3 ~ 7 -C % ^Jx.(^^o7 P nt:VK ^n^/K v^n-O-^vK > 

R 40 \ R 401 'R 4 *\ R 410 \ R 412 ^*5tt5^^nT/^/UT/V^^{*, 

10 ttiltt"Ct>^*aKttT» 1 l>J;<, ittf^nypWf;K 

R 40 \ R 401 \ R 405 ~R 41< \ R 410 \ Y 400 \ZteftZ>Ty— Ask ft, 0^b< . 

15 • t t-oot f f (fliS-W^ yf=/i^) ^WbatSo 

R 40 \ R 401 \ R 402 ~R 41( \ R^^l^ltSTU-^^^ft WD 

— /i^Fp«_bsa £ iwefc «9 s *<DT>v*;\^m&tL l < ra^fjim 1 ~ 3 ^aaaifc-e t># 

*?VK 2— i"yf-fV^^-)V s 2- (l-^^/U) ^9vK 2- (2-"^-7^yU) s. 
20 ^vK 3- (l-^^vW) "7*0 tVK 3- (2-^-7^) 7p tr/l4*^*rf £>ft£o 
R 4 0 5 ~R 4 0 7 fc:4ott5T JJ — /VT/VSr— ;l>b te s ^(DT V — A*tott±f&£ m&X'. 



WO 2005/018672 PCT/JP2004/012335 

96 

3-7i ~JV— 2-Zfu 4-7x^/l/-3-77^/K 5—7 
i -;\,— 4 -^V7=/K 5-^Mr= /K 3- (1 — T^^U) -2 

-yn^;K 4- (2-^7^) - 3 -7T~;^tfmf(b1nZ> 0 

R 40 \ R 401 \ R 405 ~R 41C \ R 410 \ Y 400 \ZtetfZ>^TvTV— JVbfo, 

io y^f-yy/K -f^yy/K fr/y;K ^y^r/y/K tf^yy/K hyryy 

>K Tb7/!i/K 1, 3, 5-^f^77*!;/K 1, 2, 4 -t^t^Ty y /K 

i , 2 , 4-f7^7/y /k t° y . *° 9 =vk t° y ^^/K t° y 5: i^^/K t° y 

1 

^~/k i, 2, 4-hyr^/K i, 2, 3-hyr^/K 1, 3. 5- by 

Tv^/K ^^^^yy/K ^y/fryy;K ^/^f^7!);K f7t7r= 
15 /K ^yf"7t7fs/U, ^y/77^K ^7^1/7.7^ yny^K y-f 

^Ky/K ^vku/k -Y^/y/K ^y^/y/K =*yy/K ^y 
drf-u^K 3^-yy~/w ^yy~/K -<^y>f-^/^^}f fett^o 

R 40 \ R 401 \ R 405 ~R 410 S R 410 '(c:jett5^xnr y-^7W3vV£te, ^ 

20 mmW:'V-bft&mk-eh£<, Mx.i-£2-t°v y^y^/K 2-t°y^y^/K 3- 
t° y ^y 4 - 1 0 y s?/u* 2 -^r^y 2 - ( 2 - 1° y ^ 

2- ( 3 - fc° y SMO jt^vK 2- (4-t°y^) ai^/K 3- (2-t°py 
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hi.<, (2-t°y^) ^-/K 3- (2— tfSJtW -2-7°n^<^ 

5 /K 4- (3-fc°!J S^) - 3 -y-X^/K .5 - ( 2 - fc° p U /V) - 4 — O-f^/K 
6- (2-^~A0 -5— =*-fc=/l^tf5#tf btl,5o R 40 \ R 401 'T^£tV5^ 

/K tr-<y^/ % t°^7^>—/K ^e/v^y^/K ^md;, ^-^i^y — /k or* 
10 y f^e/i^ y ~/K i^^y^^e/v* y — ;k fh7t Kn /K -^^ri^ix 

- N R403 R 404 n - N R410 R 410'^ $il/ ^ Df ^^ ;]/i( ^ ^1^*5 £ 

15 t: o ^^/K ^e^*y/s w^*y;, t^y^^yy, v^^y^^e 
/^y y^s^f fetL^ 0 

R 40 \ R 401 '^Jt-S^ni^-ry^T^/V^^ ^r<Z5^^n^y^«±l5 

~ 3 -eit^-e^^li^-e^ <£ < > Wl&t-h^J-^?-/^ t°o y i^v^ t° 

20 /K t°^y^;Mf-/K ^!)^x^, tf^i^A^^vK ^yi^ y rvH/n 
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y— /K TVsl'TJl'tr—sl'^ ^707!)-;K ^tp7!)-;V7 

5 /v^f/K ^tp7!J- A'Tfl'tr—fry ^7Bt^/K ^ n 1M ^ ;VT;V^- 
T^1~ 1 ffi£JUL<&eaU£fc: «fc ot^ti^Ii 1> <fc V \ 

^rVs 7oc=7K 7y^7;l/^K -COOR 400 ' % -CH 2 COOR 400 \ - 
10 OCH 2 COOR 400 \ -CONR 400b R 400 \ -CH 2 CONR 400b R 400< \ -O 
CH 2 CONR 400b R 400 \ -COO (CH 2 ) 2 NR 400e R 400f N -SO 2 T 40 \ 
-CONR 400d SO 2 T 401 , -NR 400e R 400 ', — NR 400g CHO s — NR 400g C 
OT 40 \ — NR 400e COOT 402 , — NR 400h CQ 400N R 400 i R 400 \ — NR 400 
k SO 2 T 403 N -SO 2 NR 401 R 400n \ -SO 2 NR 400n COT 404 ^Wf)tl5o 

^^^T?t>«t<, ^tli^f/W, ^^-/^^ T'nfcVV^^ zf^JUf-^ -< 
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(BU^^!H#) ^Tjk-to ft*3> - N R 400b R 400 % _ NR 400 e R 400 f^ _ NR 400 i 

R 4ooi^ _ NR 4o lR 4oo m(j ._^ (:/j;ot ^p t/f ^ /V (Bu5iC0-NR 403 R 404 *5 

5 £ xf- n r 4 1 0 r 4 1 ° • tm» $ h<Dt mmx& 9 ; ^ tifiiioftiii <fc d em 

^tvCV^T^J;^) ^UT^J:< N $6lt-NR 400e R 400 f (i=o!:ft^fp 
IM^/I' (M^^2-t°ny i^/^-i — OK ^ v^W 5: b\ Or^^/V 2 

1*fc#4fc (IV) B\ - (CH 2 ) n-Y 400 £^^bTV^5^^mM J f-^«t !K 

(IV) YS&m (p o 1 ymo r ph i s m) Sr^"?"- £fl s T'£\ jfcfc, — «t 

?>#<<7?s^tt^:^bT#?s-rs-^36 s T#> isb^ mm\m <m*.t£, *h>m 
2o mm. -frmmm ttt^tSwWtSo 
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<\&m (iv) ifflmc&fa<r>*&. %(omm&±&misMz>m.b\.x\^ t^d 
v&mm. m?ux, vj-v^ i-hv^^ *vvj>>mk<Dm % r^v±m^m^. 

^ (^J^fi, b y ^^/vr s: y >\ tr-^ y w^/- 

(iv) &m&mk'e?M<D®&, *<Dma&±wtf£ti5&&.kisXfc mm 

ftKs M)7/vto^ i/^!7^> vpyi, ?jv?)V 

\\&m (iv) fcsav^, »*bv-vfk^*fcb-cw: % ^ (iv) iz.^xY 400 -H)m 
m^^^x^xh^rv— tvx-lbZik&m ;.5£ (IV) fc&Vv-cZtfSsS (IV- 
i) XtbZfc&Vo \ 5£ (IV) f£:JoVvTR 40S \ R 406 , R 407 ©5 *>'loa*«i»«r 

15 ^rb-cvvr&j^Ty— /k ^«9^7jc^^T'fcs^^) ({abM 400 ^^^-(D# 
5&1 v^£ft5fc#*©5^ (iv- 1) Ts^frste-a^i*, gpft^ 

K: J: S ^ r wi^— ^x/v^t?^ $ *iT*5 $ (g$kkS§H o 

0/5 1 6 4 0^V7Wy K J. Med. Chem. , 200 1, 4 4i, 128 
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o 



co 2 CH 3 



( I V— I ) 



5 fllfctf. WO 0 2/2 2 5 9 5 ^fEifeOiS (V) -C^^tL^-fti^^^f 5- ktfx 

t5o 



10 0&t\ x soo^ 7jc ^^.^ /NP^yJI^ftttT^^H^, Y 500 f»^T^=¥ 
/HJ«r, R 501 ^R 5 02 «• : en• ; et^m^oTV^T^J;<, Tkf^^ «7;V3^ 

ONHR 504 (5£<K R 504 tt2f<3jSjl-?\ «7^3dfi/^^^/V^f;H, #,1^* 
15 ^v'^f/H^tt-CH (CH 2 OH) COOR 505 R 505 «tK^J®^-X}«|5 




(V) 
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C0 2 R 505 

t^^ss c^f N R so5 nmmbmmx*hz>) % co 2 r 5os R 505 ttttji5 



5 
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5£ (V) i fc43V>T, &mmT<DX.5KLimZtiZo 

X 500 (Z)^n^y^iUT(t WtlJ7 5'^> W^ **«TOtta 
5 y^A-S, s e c-^f/HXttt e r t-^/U^mifbtl, ^T?t>^^S 

n^;H, -fT-As^ -fy^f/H, s e c-^;HXIit e r t - T^/l^^f 
10 R 5 0 1 RTFR 5 0 2 OMT/l^ a ^ /Vtf^yl^ ^LTtt, W 5- h * 

ttt e r t-^h^r^/^n/V^j&S^f J&d^t^ h ^V^/U^A^E, ^ h 

^y7°ti^=3f-^;^=;^ xf±t e r t -:/ b^S^^-A 

15 ^W£L-l\, 

ftk/um^ 4 yy^y^/l'*^^ s e c -^V^/P/ft—zl^m t e r 
20 *LV\ 

✓v2k 7°Dt't=;vS, 7*f JlyHXI^y^y/HW bin, mt7tf/u 
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5 

h^^/v-^/^^/v^T-fe^v^ ^-b^r^^=-^y s f-)V^-yrT J z s f-)V 
10 ^V^T-fer^S, sec -Zf b**s%/\'y&~ /vy ^/Vf ^7-kf;HXfi t e r t 

- ^ h * z/*)fr7$=-;vy> ^^r-^^m^fhn, m*x hy b*^* a*#~jv 
^mt\^xte s wm-zy b^-^^^y^^m, ^b^^j^-^y^-^m, •? 

15 vtf3ri/jj/U7$=./isy^/vm, << y-?vi£^j3 >vi$~>vy*5-)V^ -f .b^-^ti^=- 
;vy *3-jv& s y(y^fb^y^ ?vif^z=.;vy f-jv^ sec-^f^ sutf-suy j-jvm 

Xliter t-^b^tl^^;vy^-jV^m\f t£frX%y b^>^^=-^ 

y ^/vmXfe*- b *i/*>jvi$=-)\sy ^-jvm, -<y?xi ;vi$~;vy ^mmi-t. 

20 R 50I MR 502 ^-CONHR 504 ffc'!), R 504 ^-CH (CH 2 OH) COOR 5 
£Vl^ ^ y^PfcVV-^ ^vl^ s e c-^SX(it e r t- 
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C0 2 R 505 

5 r 501 s.-c/r 502 ^ co 2 R 50B ^fiife$*i/rvvc i i>«fcv> 




H 




H 
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5 fcl#*U/\ 

jvm. fa^/H* S^^vvJEa \ 

10 R 603 olSar;^;HtLt^ 0J*.WT* Tvl* 

Ptr^s, -f^-A^ks ^y^E- s e c-^sxiit e r t -y^/um^mf 

15 ^vv 4— (5-^nn-3-^f;w<y/ [b] ^-Hry^y— 2— jx/V/ft— /vr^ 
/) -3-^^v^/vs^^v^^^oc— h^-h y £i4& s -fy/Pt 5 ^ 4- (5-^ 

PP-3-^fMy)/ [b] -3-^^^^A- 
*=;l//<y)/x-h, 5-^PP-3-^f/^yy [b] ^iPV^l/— 2— ^/Wft^ 
@£ (4— T-fc^yl^— 2— p*^ is*A*fc~ /l/yx^) 7? K 5-^PP-3-^f;l/ 
20 ^<^y [b] ft7xy- 2,— X/UfrZ/$St {4—*<l/V>(A'—2—*9ls7>A<rfr=.A'7 
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=n=./]s) 7 5 h\ 4- (5-^p-3-^f/Hy/ [b] =f-$-7^-2 

(5-^po-3-^f;v^yy [b] ft7xy-2-^;v*^T5 J) -3-* 
■^ly^/V^^U^^^^—h, ^^ 4- (5-^cin-3-^^/W^ N / Cb] 

-. (5-^nn-3-^fM^ [b] Wxy-2-^*^7^y) -5 — 
^^>-^/V^^/V-2-^^/^^^— bs 4- (5-^nn-3-^f 

/w<W [b] ^7x^-2-^*^7^/) ^y7^Wh, 4- 
(5— ^f/^y [b] f t7 x y- 2 - ^;V*=;^7 5 / ) —3-^ 

10 h^iX^^y^— K 4- (5-^nt2-3-^^/^^y* Cb] ft7i^ 

-2-^V*=^75/) - 3-^ hn^yyx- K 4 - (5-^nn-3 

-/f^yy [b] ft7xy-2-7>;^^/V7^/) ^/x- K 
-3-^^/l^^y* [b] f^7iy-2-^M^ (2, 4-v 5 ^ ^.^tfwV 
75 h\ 5-^PP-3-^fA^^ [b] ft7iy-2-7/V*yi 

15 (4 -7tf /V- 2 h n 7x^/V) 7 ? 5-^an-3-^fMy/ [b] 

ft7iy-2-^v*y^ (4 — t Ko ^ f^- 2 - ^ ^ />7x^ 
/P) 75 h\ 5-^nn-3-^fM^/ [b] Wxy-2-7>/V*y|E (4- 
/<y>//f;V7x=;I/) 75 h\ 5-^on-3-^f/^/ [b] ft7xy-2- 
^/V^V^e (2-^ ^V^/V*— ;V7x=;V) 75 K 4- — 

20 3-^^^/ Cb] ft7xy-2-7M=/V7U) -3-^^V^^^/W 
^y/x- K t^JV 4- ( 5-^/1— 3 — **f-A*<W Cb] ^^^V- 2 - 
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[b] ft7xy-2-^*yi 2-*#>*^~ ^7x 

T5: b\ y^/v 4- (3-^^/^^^ [b] ft7xy-2-^V*^V7 
5:/) - 3 pls^jV-fcz^fl^^/*-— K 2- [4- (5-^Dn-3-^fM 

[b] -a-^^v^A^^/^ai^/b] 
5 =arf-y^v-4-^7/V7^>^^K 2- [4- ( 5 - 7;utn - 3 f;w<yy* 
[b] ^^-7^^-2-^/V-^=^T^y) - 3—*#ls*A>ifc~A'7x-— jV\ tir^-p 
s S—A'-4-jJA'tf > sW&'7-A>s 2- [4- (5-^nn-3-^f;Wy/ [b] f- 

t7xy- 2-^^4n^/i/T5: y) - 3-^^ i/^/v^—A^ ai^/iyj . a-dp-u-sA-A'— ' 

4-#A*#ZsWL* 2- [4- ( 5-7/1^13- 3 -p^/W^y [b] 
10 -7.;v*-;u7 5/ ) - 3 — * 9 -y^v-fc— ;V7*.=. ;V] Hr*r^S*- As— 4 

2- [4- (5-^oo-3-/fMyy [b] ^r^^v— 2-*a#wkt 
^ 7 ) -3-^^y^V*^V7x^] ^f-y— /V-4-^7/^^2^ hP !7A 
& N 2- [4- (5-7/vtn-3-^fMy)/ [b] ^-^-7^-2-^^=-;v 
T^y) — 3 -y ^ ^^V— A— 4 — */l^?>flft2*^ h U '*? 

15 Aig, 2- [4- (5-7/Vtn-3-^f/l^yy [b] ^t7xy- 2 —Y/V) ^ 
^yj^ K-3-^^VXM=/i/7x=;l/] ^1^— A-4— #Atf?:^ (2- 
[4— (5 — fluor o — 3— methyl benzo [b] thiophene — 
2 — y 1 ) sul fonamide — 3— me thane sul fonylpheny 
1] oxazole— 4— carboxylic acid) i^^Vf £>tL<5 0 
20 4- [1- { [If*— (4-^^-7^-^) -y^A] -^/W^-f/W 

-3- (2-^h4'y-'<y^V') -4-^-^y-rif^^y- 2— C/^^riy] — < 

^y^T y^Tiy^ K (4- [1- ([bis- (4 -Me thy 1- phenyl) — 
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methyl] — carbamoyl} — 3— (2 — ethoxy — benzyl) — 
4 — oxo — azetidine — 2 — yloxy] — benzoic a c i d)^ 
2- (5-*/V^/VT5;y-6-^y-2-73i^/V-l, 

-N-[{a, 4 - y-i-7i 7 - ( 2 - tr y 

5 ^) }-2-^^°^]T-fe bT^ K (2- (5-Formylamino-6-oxo 

— 2 — phenyl — 1, 6 — dihydropyrimidine — 1— yl) — N 

— [{3, 4 — dioxo— 1— phenyl— 7— (2 — pyridyloxy) } 
-2-heptyl] acetamide) ^W^M t LT^f bft&o 

10 HO 1/3 2 2 1 4^>7Wy K H^IBSIO 2/1 8 3 7 8^71^5' K IS 
^kHfifgO 1/1 2 2 2 6f^7I/y K BBWfcBB^G 1/3 2 6 2 lf^V7Wy 
K mm^l 0-8 74 9 4#M¥l 1-1 4 7 9#£$SU #&H¥l 0-2 5 

. 1 2 3 9-§-<&3f N #W¥8 - 2 0 8 6 5 4#2£SL 4#M 2001-9795 7#42#SU 
#12 0 0 0-9 5 7 7 0^&^&fl^&jh,TV^.fc©j6SfcSo 

^frfttettU fitT^IBftrS I C BO tf>«!l£:£8s (A) fcfel^ I C 50 ^i 0 0 0 n . 
M^T^^b<s £!90&L<fi5 0 OnMgTs & bfc J: *9 £F£ U< 1 0 0 nM 

IC 50 O»S (A) £« N ^©^T&^iSo *"f\ b^bi?^^ 

Or7 - ^tn^;W b V — $g2 6 1 7 1 7 31 (199 im 
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no 

/^ a nw^«$tfcM» (Th5) (Dmmm±mfrb. ^<v^±?t 

^hy-^2 7 0t, 2 2 1 81 (1 9 9 5^) ) ^oT^ttteLfc^ ^ 

-fer/l^-r— if^tfS 0 /x 1 (D^yVr—A (0. 5~3. OM NaCl, 50mM 
hy^^ pH8. 0) ^^-ifPl#^^^tPDMS0^2M 1 ^P^fc^, 
SJftLTO. 5mM 7^^;i/-77^-t^f^-7 9 ny;W7i^77 
^/■?7^fn7=y K^tf5 0 M 10^^77-A £*Px., »T5^f H W 
10 £i*:5 0 4 0 5 nmc7)P^^(D0^>fh^iJ^bT, Pl^ttSrfS^ibtL^o ^O^fe 

. « % mm&mno 1/5 329 i^y7i/5' ho^iMi smimnmi i ^mc-e 
i c so co^j^fe^bT«, ^<om^ mmsMmo 1/5327 2^71/7 

bOHJfe^lJl 9 £ 2 0, B^ilO 0/0 3 9 9 7#^V^l/y h<D^»j2 2 £ 2 
15 3 , mn&M% 00/005204 -5§v^:7 V- y MB*fc©f&lfe0!l 1 cD^, DSBR&MI^ 
9 8/0 0 9 9 4 9f^7V7 h©WR«l©*«fe % XW«9 8/0 18 7 
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*»a»:b&1\ ry«^yi i ©±5WiSr^Jt5 at lg^flEft^j^ y 
r^^^— ^ h t^k 7y^t7'yi/y =a>v<— v-^o^f xytv^ -f^t 

If*— -fe^^^ fx-f— -f^ 37/1^ 7xK ^ 

Tlsts? =7v s y Tls K ^^ir^v/^/V ^-ry^X(Ef fee 
ts of angiotensin receptor antagonist and 
10 angiotensin converting enzyme inhibitor o 
n insulin sensitivity in fructose-fed hype 
rtensive rats and essential hypertensive 
s ) ) T ^ VX^ *J^—r;Vjf7* rsj/^-Tlsfa is (Ame r i c a n J o u 
rnal of Hypertension). (T^ y #) ' 1 9 9 5# 8#. 4^— 

15 Mf, p. 353) , ^^*t*^fc*3V>T, mskj£f&mm<z>ACEm. ; gft\x*%>z> 
•x-zry-fv (garpppki^) ^^yysis (hopei®) x»atis^ 

20 /^7y'>Hy *9*f4 (7^7) :T 7^v-fXK h7-fT^ TtfJls* 
h 77 / xi— jv (Cardiovascular morbidity and mo 
rtality in the .Losartan Intervention For E 
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ndpoint reduction in hypertension study 
(LIFE) : a randomised trial against atenolo 
1 ) J 7>tyl> (Lancet) s (7* S00 2f 3 5 9|, 9311^ 

p . 995) , ace mmmoM % y m% i mm^m^w o m^m^mmxcomm 

^wfc&tfzmmn, ^-^mm^\^^}^k\,x^mvx^tn-£x<, t° 
©i? mm<DmMx-h^xhm^^\ 
mn<D%mh\,x^ mm, %m, mmt mm, mmi ^^y^k x 

\z^m^^w-^m^xm^(D^m^^mkir^^t^x^^ 0 %m.mm?i x 
20 ti#Mi>*ffl<Di*&k mm^mamm^m^xm^^m^ & v&mi-z r t %>„. 
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mmm\ 

2 2M^(Om l &^^^ (C 5 7B 1 a c k) (Wild), TGM (t if 
mfe^Zmr?*}*) \ Wl OM^-J:^ 1 2MF B %«bT^-v-if|J§.»J (Chyma 
10 se Inhibi tor :ChI, {b^#t5 8©WS, ^5 8©IC 50 
= 1 nMJM_h 1 0 nM^T) £0. l%^tJ;o.T^LfcTGM (TGM/Ch 

i) co3m^—m^A^m^m^s. i. 5 g /k g ^^^M# N 6o^t© 

15 mMffi&6 O^X(Dsk^^jV=x—^mn, Wi 1 d : 1 l 9±20mg/d 1, T 
GM : 181±22mg/dl, TGM/Ch I : 1 34±1 8mg/d 1 t (mea 
n±S. D, *p<0. 01 v. sWi Id, p = 0. Olv. s TGM) tf£K) N g£ 

^m<DTGMX-mMti:ik^^/u^^mm(D±^m^ti^K c h I oiS^cij; 9 £ 
*LSr^T«fcflrtWL*i (HI) „ 

20 — £\ RI*^-e©jliL(f»^ y >m&tt, Wi ld:3 86±97ng/l, TG 
M: 8 09±2 8 8pg/l, TGM/Ch I :425±158ng/l (mean.± 
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£«s&»j&^uc cum 0 

tmMm&ms mmmsm^m, wmm,^msm, m*& mm, m 
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5 

4. »^i!'&#a£^ % m^mmtm, m^mimmm, m^m^mmmmw, s^v 
io itm, shw#k. mmm, msfomm, ipf^ mm, imam, mmm, xmrn 

5. mmm&mmtK 'm&mmt&. msmsmes&s ximmmmmmmmmx^ 

7 . a c e ia«ijsr^^rr sss^otsam 1 ~ e ^ov vrna* 1 ^icsaifo&asai. 




(i) 



WO 2005/018672 PCT/JP2004/012335 

116 

D* (i) t\' R^&xfR 2 ^ m&fcii^Ktezti^fomiLfcTkmm^s ^o^v 

4(D7;l/ndri/S s *7cf*R ^.t^R 2 ^— If ^&oT-0-CH 2 -0-, -O-C 
H 2 CH 2 -0- N *>b<te-CH 2 CH 2 CH 2 - (ro*J^ ^©^ITOlotL 

Ate, em^L<teM«m^^i~7oit^ attt, fct<ii^©7Mw 
^a6*fcr4r/v-5r=i^^a6«*u ^^-o-, -s-, -so 2 - -nr 3 - 

io ww*. *«atv =bcs v v-ry^> am i i ) b<«^ii^o^mi~6(DT^ 

AOKRfc b < fi^^cD^^ 1~6 ©7/Va^i/S 2 fcaST-fe ^ - 

/l4£^£^bTV^#^£^tf 0 ) > tti^ b< ««oMl~6©7;^ 

sant b< tt&m£<omm&. i ~ e ^t/v^/i^i^-a^ b< n& 
f&ft<o&m& i ~ 6 ©7v;n, rot b < n&mk<o^Wc i ~ 6 ©7w 

fcfcb, 5t (i) «k M^-g^M^-a--t-^Ao^^7xms^-7^=/v 

20 Ef3 N -COOR\ -S0 3 R\ -CONHR 3 , -S0 2 NHR\ f 

-5 — i/vm. 5-^y-l, 2, 4-W^7^-3 — T^Sx *fc«:5- 
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G«\ ttftt) b < ^fim©^^ 1-6 OilJ|*fcr4^ttEttOT/u^ ^^*Sr* U 
-S-.-S0 2 - — NR 3 — (r^T% R 8 tt±IB3£ISfcraC*T?fc5o 

#t<«f?f!fc 1-6 ©7/^/H, DttKttfc b < l - 6 07^3^v^i 

(»5 2<@^7t;?^ ^Hfe^4r^jEifeb-CV>S^Sr-g-tPo ) > hy^n^f;H, 
10 hy/M3^ b^-S/^ £;fcf3:;a-af-yST?&5o ; 

MIZ. m£&-£tcfe-S (O) m -Sr*U .mtt0~2©|ggc"e*)5 o ; 

a«ftfct> £ -o£X±<D^T p JOR^SratJbJ!: fco^ifcgc 4-10 co^-r o t y — ;vm % 

15 -^SdS^t>5SWa£r±. 7k®m, =hnl, ^7/S, 1tftt>b< 

r±^«5R©«5(afe i~6 or^/vm, &mtii b < &.&&fc(oB&m 1 - 6 cota-^ 

ft$&<om$m i~6 oTMms, b < n^^mmm 1 - 6 cdt/i^ 
• mmt b< i - 6 <dt*/jv&^ mmh b< 

20 cD^*i&: i - 6 cot i/jVT mm t> b < tt*8«ife©r = U MiAP^f^ 
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9. 5£ (1) \Z.$3\,^X, . 

E«\ -COOH, 
10 Mtt % - S -v 

15 tfm L < fci#ll£^<£>^l5fifc 1 ~ 6 c^T/l^/V^/l'*^/^ IE^% L < te^H^tf^ 

*y&s coor 3 i, xfc—<>&±<D^*^i/mi L xwM£tixh£\<^~; 

20 LT^T^J^o ) s 
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sew. 

12. J ^^y^^/WX-Cfc 5 > If &<DWmm 8 ~ 1 1 3® ©V >fn^ 1 ^WEgW) 

ml 

1 3. J^ftS^, ">7/S, itifcL<l^tet0^tl~4© 

~ 1 2 gcov vr ttd* i m^m<^mM a 

14. JGQ«&^ N F, CI, i/TJ^ h^S> by7/^P^f 

is. j cosms^ ^ ?-;vmx*-fo zm>k<D$mm 1 4 s^ib^o^j 0 

15 16. =¥-7— if Rt#£lJ#\ 

4- (1- ( (3 — f^Ky/v) ;*^vv) ^yX-f 4 Asf-Hr) 

4- (1- ( (3 ^/ [b] <f-^=-M ^/V) -5-^ h^^yX^f^^ 

yu-2— C/V^^-) -*79l^6u 
20 4- (1- ( [b] ^7ai^-3-^yV) -5-^ b=3r 
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4- (1- ( (4-^^yw<yy* [b] *f-*"7 xy- 3 /v) -5-^ 
4- (1- ( (3-^^V* [b] ^~A) ^/V) -5-^7y-<yx-f5^/-;v 
5 4- (1- ( [b] ^7xV-3->f/U) -6-^ h=¥ 

v^yx-f 5; pv—jv- 2 — f /l^tf-) -7* 

4- (1- ( (4-^^/^^V* [b] ^7^V-3 — (M —6-* 

4- (1- ( (l, 5-^f;WyNv-3-^/v) ^yx>f 5: ^v*— A- 

io - 2 — r f^f-nry 

4- (l- ( ( i - ^ f 4 - ^ o n^f y Kwv- 3-^;i/) tf-M ^yx^^y 
. y-A- 2 — f a^) 7* yK. 

4- (i- ( (1-^^-4-7^^-0.^ yF- a- 3— ya) ;*^a) ^yx-r 5; 

yv—tv- 2 — r/v^tf-) ^yf, 
15 4- (1- ( (5-^nn^y/ [b] ■ft7iy-3-^v) ;*^A) ^<^X-f ^ ¥ 
y*—A-2 — f/Vft) 7*^m> 

4- (1- ( (5-^f/^yy [b] Wxy-3--f^) ^A) -<^X-Y ^ & 

/-;i/-2-^;W) 7^y^ 

4- (1- ( (4-7^A~<y-y [b] ^7^^- 3 — fA) ^a) ^<^^$f 
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Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box No. HI Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 

According to claims, it is recognized that the common technical matter of 
the present inventions resides in using a chymase inhibitor as the active 
ingredient and thus improving, preventing or treating abnormal glucose 
tolerance or diseases caused by abnormal glucose tolerance , However, it is 
publicly known to prevent or treat diseases such as diabetes and complications 
of diabetes by using a chymase inhibitor. Thus, the above technical matter 
cannot be considered as the same or corresponding special technical feature 
in the present inventions. Namely, the present inventions cannot be regarded 
as a group of inventions so linked as to forma single general inventive concept. 
Such being the case, it is recognized that (continued to extra sheet) 

I x l As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
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As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 
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the present inventions include the following 5 groups of inventions not 
complying with the requirement of unity of invention with each other, 
a) Inventions according to claims 1 to 17 . 
. b) Inventions according to claims 18 to 20. 

c) Inventions according to claims 21 to 23. 

d) Inventions according to claims 24 to 26. 

e) Inventions according to claims 27 and 28. 



Claims 1 to 7 

The inventions according to claims 1 to 7 relate to a drug containing 
any compound having an activity as a chymase inhibitor as the active 
ingredient. 

Although there have been known various compounds having the above 
•activity, no chemical structure common to the compounds corresponding 
to the ingredient is known. Therefore , specific chemical structures of 
the compounds still remain unknown. In the description, the function 
of only one of such compounds was confirmed. Thus, it cannot be considered 
that compounds having the above activity generally have the same function 
as the one confirmed in practice. 

Thus, the inventions according to claims 1 to 7 are neither sufficiently 
supported by the description nor disclosed in a manner sufficiently clear 
and complete for the inventions to be carried out by a person skilled 
in the art (PCT Articles 5 and 6) . 

In making the present international search report, therefore, prior 
art was searched within a reasonable scope by taking the matters disclosed 
in the description into consideration. 
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